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Aflibercept (EYLEA®): FDA and Globally Approved
Anti-VEGF

A Current US adult indications for aflibercept 2 mg
A Neovascular (Wet) Age-Related Macular Degeneration (nAMD)
Macular Edema Following Retinal Vein Occlusion (MEfRVO)
Diabetic Macular Edema (DME)

Diabetic Retinopathy (DR)
A Authorized outside US in > 100 countries
A Regulatory decisions regarding EYLEA in ROP
A Approved for ROP in Japan (2022)
A Approved for ROP in European Union (2022)

VEGF = vascular endothelial growth factor



Role of VEGF in ROP 1s Well Understood

\ Vascularization of retina occurs late in gestation
A Completion occurs shortly before 39 1 40 weeks

\ Premature birth interrupts normal retinal development
Avascularized, ischemic retina upregulates VEGF and other

related cytokines

Overexpression of VEGF leads to pathologic
neovascularization

Aflibercept binds to VEGF preventing activation of VEGF
receptors and halting the formation of abnormal blood vessels




Aflibercept for ROP Regulatory History
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Indication and Recommended Dose

Aflibercept 0.4 mg administered by intravitreal injection for

the treatment of retinopathy of prematurity




Totality of Data Supports Aflibercept for Premature
Infants with ROP

Efficacy

V Severe vision impairing disease
V No approved pharmacologic agents in US
V Only FDA-cleared laser therapy

V Aflibercept offers meaningful clinical and practical
benefits

V Clinical trial data build on data from increasing
off-label anti-VEGF use

V Acceptable safety profile in pediatric population
and > 10 years of FDA approved use in adult
Indications




Importance of Updated Eylea Labeling and
Communication to Providers and Caregivers

AAs part of FDAOG6Gs pediatric wri
data will be included in Eylea label

A Labeling important tool to inform physicians of proper use
and dosing

A Approval allows for proactive education on appropriate patient
follow-up for prescribers

A Regulated pharmacovigilance to monitor and report ongoing
safety

A Long-term follow-up, through 5 years of age, underway
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Retinopathy of Prematurity: A Rare, Vision-Impairing,
and Potentially Blinding Retinal Disease

A A leading cause of preventable childhood blindness worldwide

A Incidence increasing due to improved survival of extremely
premature newborns

A Incomplete development of peripheral retina vascularization
leads to iIschemia and production of VEGF

A Neovascularization
A Potential retinal detachment
A ~1500 babies per year require treatment
ABorn < 32 weeks6 gestational
A Weighing < 1500 grams (3.3 Ibs)




Retinal Vascular Development Begins at 16 Weeks
Gestation

Nasal retina Temporal retina

Vessels complete f Vessels complete
in 327 34 weeks in 38 7 40 weeks

Blood vessel growth by month from
optic nerve toward periphery
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Treatment IS Needed If ROP Is Severe

Retinas with ROP
Photography Angiography

Blood vessel growth
stimulated by VEGF
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Classification of ROP: International Classification of
Retinopathy of Prematurity (ICROP)
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Classification of ROP: Zone Location

Zone |
Most posterior
Most severe

Zone |l
Most common

Zone lll
Most peripheral
Least severe




Classification of ROP: Stages of Severity

Stage 1: Thin Stage 2: Stage 3: Extraretinal
Demarcation Line Thicker Ridge Fibrovascular Proliferation

Demarcation

line widens

and thickens
forming aridge

Vascular
retina

- : Av lar ; -
Demarcation ascula | Extraretinal
line retina fibrovascular proliferation

Stage 4. Partial Retinal Detachment |—
Stage 5: Total Retinal Detachment l—

International Committee for the Classification of Retinopathy of Prematurity, 2005

Extensive surgery often required
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ROP Classification: Plus Disease

Mild Plus Disease (+) Moderate Plus Disease (+) Severe Plus Disease (+)
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ROP Classification: AP-ROP

AP-ROP = Aggressive posterior retinopathy of prematurity



Treatment-Requiring ROP (Type 1)
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Prompt treatment required to avoid
A Retinal detachment
A Extensive surgery
A Complications
A Blindness

+ = plus disease



Limited Current Options for Patients with ROP

A Standard of care recognized?
A Laser photocoagulation therapy
A Off-label use of anti-VEGF
A National organizations acknowledge off-label use, potential

benefits of anti-VEGF, recommendations for follow-up
A No pharmacologic agents currently approved in US

1. Fierson, 2018
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Laser Photocoagulation
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Laser Photocoagulation is Effective but Comes with
Challenges

A Typically requires prolonged sedation/general anesthesia and
location designated for use

A Can limit access to care and require babies to be moved to
specialized setting

A Extensive learning curve i improper administration leads to
variable outcomes




Laser Therapy Inherently Destructive

A Results in loss of peripheral vision
A ~50% of patients develop high myopial

Previous
ROP border

1. Geloneck, 2014



Larger Portion of Retina Destroyed When Normal
Vessels are Not Fully Developed

Nasal retina S "Iy Temporal retina

Vessels complete Vessels complete
In 321 34 weeks el in ~38 weeks

optic nerve toward periphery

Blood vessel growth by month from ]




Later Use of Laser Therapy, When Normal Vessels
Fully Develop, Reduces Retinal Destruction

6 4 & vessels

Nasal retina vessels Temporal retina

Vessels complete Optic nerve Vessels complete
in 321 34 weeks .' in ~38 weeks

optic nerve toward periphery

{ Blood vessel growth by month from




CO-27

Retinal Images After Laser Therapy:
Less Post-Laser Scaring Achieved in Older Babies

Laser Treatment at 30 weeks Laser Treatment at 38 weeks




Laser Therapy Procedure is Extremely Challenging
and Not Always Possible for Fragile Babies

Surgeon focuses laser on retina

Small head movements to direct
laser

Maintain stability of lens
Foot pedal fires laser
Repeat process 1500 1 2000 times




CO-29

Laser Therapy Procedure is Extremely Challenging
and Not Always Possible for Fragile Babies
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Laser Therapy Procedure is Extremely Challenging
and Not Always Possible for Fragile Babies




